Introduction
Hypercalcaemia is frequently found during routine blood screening and often remains asymptomatic for a prolonged period until serious renal or bone complications reveal its presence.'2 Symptoms of hypercalcaemia also may be marked by nonspecific gastrointestinal or neuropsychiatric complaints. It is therefore not unexpected that routine serum calcium analysis by auto-analyser techniques is frequently the first hint for a correct diagnosis. Although the list of causes of hypercalcaemia is long, the vast majority are due either to primary hyperparathyroidism or malignancy. 3 In most situations, a correct clinical history and examination with simple measurements of serum calcium, phosphorus, chloride, bicarbonate, and creatinine are usually insufficient to predict the correct diagnosis with high probability. Serum parathyroid hormone estimation is often essential for distinguishing primary hyperparathyroidism from malignancy unless the cause of malignancy is clear.
Since many of these hypercalcaemic patients ultimately are considered candidates for parathyroidectomy, a correct diagnosis is required. This is especially true for patients with familial forms of hypercalcaemia, since when this familial hypercalcaemia is attributed to parathyroid adenoma or hyperplasia, surgical correction is possible, while on the contrary, these interventions have usually no success in familial benign hypercalcaemia4 or familial hypocalciuric hypercalcaemia (FHH).5'6 The latter syndrome is clearly different from hyperparathyroidism, either occurring as an isolated abnormality or in the context of familial multiple endocrine neoplasia and has to be ruled out in patients presenting with hypercalcaemia.
This short review will focus on different aspects of familial hypercalcaemia.
Clinical and biochemical features of familial hypocalciuric hypercalcaemia
The clinical spectrum of hypercalcaemia found in subjects with FHH ranges from life-threatening disorders in the case of neonatal primary hyperparathyroidism to an asymptomatic biochemical abnormality found on a routine blood test. However, symptoms due to hypercalcaemia are infrequent and most of the family members are completely asymptomatic.79 Classical stigmata of hypercalcaemia such as lethargy, obstipation, nausea, vomiting, pruritus, polydipsia, and polyuria are seldom present in hypercalcaemic sibs8 and rarely lead patients to seek medical attention. Hence, detection of the hypercalcaemia is often by routine blood examination.
Since no abnormalities of protein binding are described in FHH, both the total and ionized serum calcium concentrations are elevated in hypercalcaemic family members. 47 Although these clinical and biochemical features are different when compared to primary hyperparathyroidism, none of these parameters alone or combined can make the diagnosis in an individual. As discussed in the diagnosis section, one needs to look at the entire family to establish a diagnosis.
Complications of FHH
Complications of hypercalcaemia often seen in primary hyperparathyroidism are seldom encountered in FHH.6 Osteopenia, a frequent consequence of primary hyperparathyroidism, is not reported in FHH, and bone mineral density of the spine, and of distal and mid radius is normal.Y Furthermore, there is no biochemical evidence ofincreased bone turnover, since alkaline phosphatase and urinary hydroxyproline excretion are normal. ' Diagnosis Until more insight is gained into the pathogenesis of FHH, the diagnosis of this disorder will depend on the observation of the characteristic features in a family, and the diagnosis can therefore not be confirmed in an isolated subject. Although subjects with FHH present with significant differences in several biochemical tests, only evaluation of the entire family can clearly differentiate this syndrome from hypercalciuria due to hyperparathyroidism. The first requirement is the familial occurrence of hypercalcaemia often associated with hypermagnesaemia and a normal or slightly increased concentration of PTH. The urinary excretion of divalent cations is relatively diminished. The hypercalcaemia is, furthermore, not accompanied by skeletal abnormalities, renal calculi, or gastric ulcer disease. In contrast to other forms of familial hypercalcaemia, this form of hypercalcaemia often can be detected already in sibs younger than age 10 . An ineffective subtotal parathyroidectomy in a family member points, furthermore, in the direction of FHH. In combining these features, other causes of hypercal-caemia and familial hypercalcaemia can be excluded. 
